t 



combining under fusing conditions yeast 
spheroplasts , said spheroplasts comprising a YAC having said 
xenogeneic DNA segment and a marker for selection, with 
embryonic stem cells of said yanimal, whereby said xenogeneic 
DNA segment becomes integrated into the genome of said 
embryonic stem cells; 

selecting for emffrvoiiic stem cells carrying said 
xenogeneic DNA segment by/meaizs of the marker; 

transferring saad /embryonic cells into a host 
blastocyst and implant irfAyisaid blastocyst in a 
pseudopregnant animal Recipient, and allowing said 
blastocyst to develop no term] to produce a chimeric animal 
carrying said xenogeneic DNA /segment ; and 

mating said /chimeric animal with an animal of the 
same species to produ^ts^said modified animal carrying said 
xenogeneic DNA s 




75. (Amended) [The] A genetically modified non-human 
animal produced by [the] a method /[according to Claim 72] 
which comprises interbreeding a ffirst parent and a second 
parent, and recovering the progeny thereof, wherein the 
parents and progeny are selected from the group consisting 
of: 

first and second r/arents heterozygous for a 
genome modified to be ino^pable of producing endogenous 



and progeny homozygous for said 



immunoglobulin light cKai 
modified genome; 

first and second parents heterozygous for a genome 
mnd ified to be in.aoa.Sle of producing an endogenous 

nn, and progeny homozygous for said 



immunoglobulin 



modified genome; 




a firsf p^rent^ /heterozygous for a genome modified 



to be incapable of /producing an endogenous immunoglobulin 
light chain, a seyond parent heterozygous for a genome 
modified to be irycapable of producing an endogenous 
immunoglobulin hfeavy chain and progeny heterozygous for said 
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modified genome so as to be incapable of producing 
endogenous immunoglobulin heavy and light chains; 

first and second parent heterozygous for a genome 
modified to be incapable of producing endogenous 
immunoglobulin light and heavy /chains , and progeny 
homozygous for said modified genome, 

a first parent hemi/zygous for a genome modified to 
be capable of producing xenogeneic immunoglobulin heavy 
chain, a second parent heterozygous for a genome modified to 
be incapable of producing endogenous immunoglobulin light 
and heavy chains, and progeny heterozygous for said modified 
genome so as to be incapable of producing endogenous 
immunoglobulin light and heavy chains and hemizvgous for a 
modified genome so as to /be capable of producing xenogeneic 
immunoglobulin heavy chaan; 

first and second parents heterozygous for a genome 
modified to be incapable of producing endogenous 
immunoglobulin light and heavy chains and hemizygous for a 
genome modified to be capable of producing xenogeneic 
immunoglobulin heavy chain) and progeny 1) homozygous for 
said modified genome and 2) homozygous for said modification 
of being incapable off producing endogenous immunoglobulin 



light and heavy ch 
modification of b 



2, 



is /and also hemizygous for the 
capable of producing xenogeneic 



immunoglobulin he^ 



a first 



rent hemizygous for a genome modified to 



chain, a second 


Da^rent heterozygous for a genome modified to 


be incapable of 


producing immunoglobulin heavy and light 


chains, and prog 


sjtiy heterozygous for said genome modified to 


be incapable of i 


producing endogenous immunoglobulin light 



and heavy chainsAand hemizygous for said genome modified to 
be capable of producing xenogeneic immunoglobulin light 
chain; 
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first and second parents/ heterozygous for a genome 
modified to be incapable of producing endogenous 
immunoglobulin light and heavy cMains and hemizygous for a 
genome modified to be capable off producing xenogeneic 
immunoglobulin light chain, and/ progeny 1) homozygous for 
said modified genome and 2) homozygous for said modification 
of being incapable of producing endogenous immunoglobulin 
light and heavy chains and' al/so hemizygous for the 
modification of being capablp of producing xenogeneic 
immunoglobulin light chain; 

a first 'parent heterozygous for a genome modified 
to be incapable of producing endogenous immunoglobulin light 
and heavy chains and' hemizygous for xenogeneic 
immunoglobulin heavy chain, a second parent heterozygous for 
genome modified to be inaapable of producing endogenous 
immunoglobulin light and/ heavy' chains and hemizygous for the 
modification of being ' capable^of producing xenogeneic 
immunoglobulin light chjiijy^and/ progeny homozygous and 
heterozygous for said Je'nome modified to be incapable~of 
producing endogenous immunoglobulin light and heavy chains 



and hemizygous for 
producing xenogeneic 



modi/xication of being capable of 
Lmmufioglobulin light and heavy chains , 



Iid s/ eo^nd parents heterozygous for a genome 
cap&ble g£-~pyoducing endogenous 



first 
modified to be 



immunoglobulin /Licrt 



dad heavy chains and hemizygous for a 



genome modified to be capatx^e of producing xenogeneic 
immunoglobulin/ lighft and Heavy chains, and progeny 1) 



homozygous for 



~7< 



said modified genome, and 2) homozygous for a 



genome modifiea to/ be incapable of producing endogenous 
immunoglobulin^ heavy chain and hemizygous for a genome 
modified to be capable of producing xenogeneic 
immunoglobulin lijght and heavy chains; , 



first a 



nd second parents homozygous for a genome 



modified to be ir.capable of producing endogenous 
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immunoglobulin light and heavy chains and hemizvaous for a 
genome modified to be capable of producing xenogeneic * 
immunoglobulin light and heavy chains, and progeny 
homozygous for said modified genome 

a first parent heterozygous for a genome modified 
to be incapable of producing endogenous immunoglobulin heavy 
chain, a second parent hemizygyou/s for a genome modified to 
be capable of producing xenogeneic immunoglobulin light and 
heavy chains, and progeny heterozygous for a genome modified 
to be incapable of producing endogenous immunoglobulin heavy 
chain and hemizygous for a genome modified to be capable of 
producing xenogeneic immunoglobulin light and heavy chains, 

first and second parents heterozygous for a genome 
modified to be incapable of producing endogenous 
immunoglobulin heavy chain ftnd hemizygous for a genome 
modified to be capable of pfrro&ucing xenogeneic 
immunoglobulin light and heavy/ chains , and progeny 1) 



homozygous for said modir:i7ed 
genome modified to be /incapa] 



zfenome and 2) homozygous for a 
5le of producing endogenous 



immunoglobulin heavy /c ha ijn And hemizygous for a genome 
modified to be capable of/producing xenogeneic 
immunoglobulin light andT heavy chains; 

a first parent heterozygous for, a genome modified 
to be incapable off p^o^ucing ^endogenous immunoglobulin heavy 
chain, a second pap^nt/ hemizygyous for agenome modified to 
be capable of producing xejrogeneic immunoglobulin light and 
heavy chains, and progeny/heterozygous for a genome modified 
to be incapable of Naipdvtcinq endogenous immunoglobulin light 
chain and hemizygous /f^r the genome modified to be capable 
of producing xenogeneic immunoglobulin light and heavy 
chains, and 

first and/ second parents heterozygous for a genome 
modified to be incapable of producing endogenous 



immunoglobulin lig] 


pt chain and hemizygous for a genome 
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modified to be capable of produfcifig xenogeneic 
immunoglobulin light and heavwchains, and progeny 1) 
homozygous for said modified Aeflome , and 2) homozygous for a 
genomore modified to be incajp^JLa^of producing endogenous 
immunoglobulin light chain ind/lieinizygous for a genome 



modified to be capable of 



immunoglobulin light and he 



5duaang xenogeneic 



Please add the following claims: 



--79. A genetically modified non-human animal, 
wherein said genetic modification results in inability of 
said animal to produce endogenous antibodies in response to 
challenge by an antigen and wMerein said genetic 
modification further permits/said animal to produce non- 
endogenous antibodies in response to challenge by an 
antigen. 

80. The animal off claim 79 wherein said non- 
endogenous antibodies /are /Human . 



81 



The anMflal of claim 79 that is a mouse, 



82 . A no: 
construct, said con 
xenogene i c immunog 
modified so as to 
antibodies . - - 



human Animal modified to contain a YAC 
truct/comprising an unrearranged 
obuLin locus, said animal being further 
)e/incapable of producing endogenous 



REMARKS 

Applicants elect to prosecute the claims of Group 
IV, claims 16-26 and 75-78 drawn to a genetically modified 
non-human animal having a modified genome. It is believed 
that proposed new claims 79-82 fit squarely within this group, 
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